Background: Navebine is an antineplastic agent that has shown afficacy in the treatment of a variety of solid tumors, including breast cancer. The drug can be given intriavenously, but also as oral tablet treatment. Preclinical studies, as well as clinical observations, suggest that the administration of small, frequent doses of chemotherapy (metronomic dosing) has an effect, not only on cancer cells, but also on endothelialcells in the tumor vasculature. By giving smaller, but more frekvent doses of the drug, higher dose intensity, without corresponding side effects, is optained. Whether treatment under the metronomic principle is superior to conventional treatment, has not yet been validated in the clinic, so this study is hoped to clarify this. Trial design: This is a investigator-initated, prospective randomized fase II, nonblinded multinational, multicentre study running in Denmark and Norway. 200 women diagnosed with HER2 neg metastatic breast cancer will be enroled. Patients are randomized to either: Arm A Clasical treatment: Navelbine Oral: Navelbine Oralâ: 60 mg/m 2 day 1, day 8 (and day 15), every three weeks for the first cycle. Background: The Phase III OlympiAD trial (NCT02000622) showed a significant improvement in progression-free survival (PFS) in favour of olaparib vs physician's choice chemotherapy in patients with HER2-negative metastatic breast cancer (mBC) and a germline BRCA mutation (gBRCAm). In January 2018, the US FDA expanded the approved use of olaparib to treat patients with HER2-negative mBC and a gBRCAm. LUCY (NCT03286842) has been initiated to evaluate the clinical effectiveness of olaparib in these patients in a real-world setting, and has been expanded to include a cohort of patients with somatic BRCA mutations (sBRCAm).
Trial design:
LUCY is an open-label, single-arm, multicentre, international Phase IIIb trial. Patients with HER2-negative mBC and a deleterious BRCAm (gBRCAm or sBRCAm), who have received treatment with taxane or anthracycline in either the adjuvant or metastatic setting, and 2 prior lines of chemotherapy for metastatic disease, will be enrolled. Patients will be treated with open-label olaparib tablets (300 mg twice daily) until disease progression, unacceptable toxicity, or other discontinuation criteria. For gBRCAm patients (Cohort 1), the primary objective is to evaluate the clinical effectiveness of olaparib via investigator-assessed PFS (radiological, symptomatic, or clear progression of non-measurable disease); secondary objectives include overall survival, time to second progression, and clinical response rate. These primary and secondary objectives will be exploratory in sBRCAm patients (Cohort 2), and PFS will be assessed by RECIST 1.1. An additional key exploratory objective will be 24-week disease control rate in the subset of all patients with adequately treated, stable brain metastases at baseline. Safety and tolerability will be described. Initial screening across 170 sites in 16 countries will be conducted to identify a target sample of 250 patients with gBRCAm and 20 patients with sBRCAm. The first subject was enrolled in Q1 
